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DETAILED ACTION 

1. Claims 1-6, 8-1 1, 13, and 14 are currently pending in the instant application. 

Election/Restrictions 

2. Upon further consideration, Examiner has decided to withdraw the restriction 
requirement mailed on January 7, 2008. The products and methods of using them have been 
rejoined. 

Priority 

3. The instant application is a national stage entry of PCT/EP03/09532, filed August 19, 
2003. 

Information Disclosure Statement 

4. The information disclosure statement (IDS) submitted on February 1 8, 2005 was in 
compliance with the provisions of 37 CFR 1 .97 and 37 CFR 1 .98. The IDS was considered. A 
signed copy of form 1449 is enclosed herewith. 

Claim Rejections - 35 USC § 112 

(First Paragraph) 

The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner 
and process of making and using it, in such full, clear, concise, and exact terms as to 
enable any person skilled in the art to which it pertains, or with which it is most nearly 
connected, to make and use the same and shall set forth the best mode contemplated by 
the inventor of carrying out his invention. 
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5. Claim 6 is rejected under 35 U.S.C. 1 12, first paragraph, as failing to comply with the 
written description requirement. The claim(s) contains subject matter which was not described 
in the specification in such a way as to reasonably convey to one skilled in the relevant art that 
the inventor(s), at the time the application was filed, had possession of the claimed invention. 
Specifically, claim 6 discloses "a compound" which is degraded in vivo to yield a compound 
according to claim 1 . Claim 6 lacks written description for which compound(s) are supposed to 
be degraded in vivo to yield these compounds of claim 1 . The only written description in the 
specification is located on page 9, paragraphs 3 and 4, which discuss the "pro-drugs," which are 
commonly known in the art as drugs which arc administered in an inactive (or less active) form, 
and then metabolized in vivo into an active metabolite. This written description still lacks clear 
definition as to what compounds are going to be used for this purpose. In the specification, pg, 9, 
line 24, "the invention also comprises derivative compounds." It is not described what the precise 
derivative compounds are being referred to. Additionally, lines 35-36 disclose that, 
"pharmacologically-active compounds according to the invention will generally be compounds 
according to Formula (I). ..having an acid group which is esterfied or amidated." Due to the use 
of the indefinite language "generally" and the examples of possible acid groups, there is a lack of 
written description for Examiner to ascertain which compounds are being claimed to be degraded 
in vivo to yield a compound of claim 1 . Furthermore, Purdue Pharma L.P. v. Faulding Inc., 230 
F.3d 1320, 1326, 56 USPQQ2d 1481, 1486 (Fed. Cir. 2000) notes that with respect to In re 
Ruschig , that "Ruschig makes clear that one cannot disclose a forest in the original application, 
and then later pick a tree out of the forest and say, 'here is my invention.' In order to satisfy the 
written description requirement, the blaze marks directing the skilled artisan to that tree must be 
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in the originally filed disclosure." This rejection can be overcome by amending the claims to 
only the subject matter which has written description in the originally filed disclosure. 



6. Claims 8 and 13 are rejected under 35 U.S.C. 1 12, first paragraph, because the 
specification, while being enabling for treating depression, anxiety, movement disorders, and 
Parkinson's disease, does not reasonably provide enablement for the treatment of psychosis and 
body weight disorders , as well as prophylaxis of depression, anxiety, movement disorders, 
psychosis, Parkinson's disease, and body weight disorders, as well as treatment and/or 
prophylaxis comprising the simultaneous or sequential administering of a compound according 
to claim 1 . The specification does not enable any person skilled in the art to which it pertains, or 
with which it is most nearly connected, to use the invention commensurate in scope with these 
claims. 

As stated in the MPEP 2164.01(a), "There are many factors to be considered when 
determining whether there is sufficient evidence to support a determination that a disclosure does 
not satisfy the enablement requirement and whether any necessary experimentation is "undue." 

In In re Wands ,8 USPQ2d 1400 (1988), factors to be considered in determining whether 
a disclosure meets the enablement requirement of 35 U.S.C. 1 12, first paragraph, have need 
described. They are: 

1 . The nature of the invention 

2. The state of the prior art 

3. The predictability or lack thereof in the art 

4. The amount of direction or guidance present 

5. The presence or absence of working examples 

6. The breadth of the claims 
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7. The quantity of experimentation needed, and 

8. The level of skill in the art 

In the instant case, 

The nature of the invention 

Claims 8 and 13 are drawn to (claim 8) the treatment of disorders such as psychosis and 
body weight disorders, as well as (claim 13) the prophylaxis of depression, anxiety, movement 
disorders, psychosis, Parkinson's disease, and body weight disorders, as well as treatment and/or 
prophylaxis comprising the simultaneous or sequential administering of a compound according 
to claim 1 . 

The prophylaxis or "prevention" actually means to anticipate or counter in advanced, to 
keep from happening, etc. and there is no disclosure as to how one skilled in the art can 
reasonably establish the basis and the type of subject to which the instant compounds and 
compositions can be administered in order to have the "preventive" effect. Furthermore, instant 
claims 8 and 13 are drawn to the treatment of a variety of diseases. Some of these diseases are 
known to exist and some may be discovered in the future, and for those there is no enablement 
provided. 

The State of the Prior Art and the Predictability or lack thereof in the art 

The state of the prior art is that the pharmacological art involves screening in 
vitro and in vivo to determine which compounds exhibit the desired pharmacological activities 
(i.e. what compounds can treat which specific diseases by what mechanism). There is no 
absolute predictability even in view of the seemingly high level of skill in the art. The existence 
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of these obstacles establishes that the contemporary knowledge in the art would prevent one of 
ordinary skill in the art from accepting any therapeutic regimen on its face. 

The instantly claimed invention is highly unpredictable as discussed below: It is noted 
that the pharmaceutical art is unpredictable, requiring each embodiment to be individually 
assessed for physiological activity. In re Fisher, 427 F.2d 833, 166 USPQ 18 (CCPA 1970) 
indicates that the more unpredictable an area is, the more specific enablement is necessary in 
order to satisfy the statute. In the instant case, the instantly claimed invention is highly 
unpredictable since one skilled in the art would recognize that in regards to therapeutic and 
preventive effects of the above listed diseases, whether or not the disease is affected by the 
instantly claimed compounds. 

Applicants are claiming products with intended uses which include the treatment and 
prevention (prophylaxis) of various diseases such as body weight disorders , including but not 
limited to: cardiovascular disease, appetite control, anorexia nervosa, bulimia nervosa, etc.), 
psychosis , including, but not limited to: mood disorders, depression, schizophrenia, delusions, 
bipolar disorder, sleep deprivation, etc. 

With regards to products for the treatment and prevention of psychosis, which is defined 
as a generic psychiatric term for a mental state often described as involving a "loss of contact 
with reality," these disorders embrace a vast array of problems. Thus, it covers Schizophrenia, 
Schizoaffective disorder, and Schizophreniform disorder. It covers various types of brief 
psychotic disorders such as delusions and sleep deprivation. It covers various types of 
depression, such as, bipolar disorder (manic depression) and severe clinical depression for 
example. Another embodiment of psychosis is severe psychosocial stress. Additionally, there is 
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another class of psychotic conditions that stem from organic conditions, also known as, 
secondary psychosis. Some of these neurological disorders include brain tumors, dementia, 
multiple sclerosis, syphilis, and Alzheimer's disease. Some of these electrolytic disorders include 
hypoalcemia, hypermagnesemia, lupus, AIDS, leprosy, and malaria. Not one compound, or any 
set of derivatives of a compound, could possibly be effective against such disorders, especially 
since some of these are currently not treatable, and certainly not preventable. 

With regards to products for the treatment and prevention of various body weight 
disorders, which by definition include cardiovascular disorders, these disorders embrace a vast 
array of problems, many of which are contradictory to others. Thus , it covers hypertension and 
hypotension. It covers various types of arrhythmias; angina pectoris', the thrombotic symptoms 
of diabetes, atherosclerosis and hyperlipoproteinaemias, ischemic heart disease including 
congestive heart failure and myocardial infarction, stroke, and peripheral vascular disorders, such 
as deep-vein thrombosis, elevated blood levels of triglycerides, of total cholesterol or of LDL 
cholesterol, arteriosclerosis, peripheral vascular disease, pulmonary hypertension, etc. Not one 
compound, let alone a genus of compounds, could possibly be effective against such disorders 
generally. 

Stroke represents one of the intractable medical challenges. Stroke is estimated to cause 
about 15% of deaths. Even those who survive them normally suffer from persistent damage, 
including motor and speech disturbances and/or convulsions. Despite a tremendous effort to 
resolve these problems, cerebrovascular therapy as so far been limited to trying to prevent further 
damage in areas on the margins of the ischemic focus, this trying to maintain adequate perfusion 
in remaining intact areas, and thereby limit progressive infarction. This is generally done 
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surgically. Standard pharmaceutical treatment, such as antiarrhythmics and antithrombotics don't 
get at the cause of the stroke or the damage caused, but are mostly done to insure adequate 
cardiac functioning. 

Hence, in the absence of a showing of correlation between all the body weight diseases 
claimed as capable of treatment or prevention by the compound of claim 1 , one of skill in the art 
is unable to fully predict possible results from the administration of the compound of the claims 
due to the unpredictability of the role the instantly claimed compound. 

The amount of direction or guidance present and the presence or absence of working examples 

The only direction or guidance present in the instant specification is the listing of diseases 
Applicant considers as treatable on pages 11-13 and general data of the interaction of the 
compounds of the Formula I with ha2-receptors and h5-HT-transporters on pg 33- 36. There are 
no working examples present for the (claim 8) treatment of disorders such as psychosis and body 
weight disorders, as well as (claim 13) the prophylaxis of depression, anxiety, movement 
disorders, psychosis, Parkinson's disease, and body weight disorders, as well as treatment and/or 
prophylaxis comprising the simultaneous or sequential administering of a compound according 
to claim 1 . 

The breadth of the claims 

The breadth of the claims is the method of treating or preventing various psychotic 
disorders and body weight disorders. The disorders encompassed by the instant claims include, 
for example, mood disorders, depression, schizophrenia, delusions, bipolar disorder, sleep 
deprivation, cardiovascular diseases, etc. Some of the aforementioned diseases have been proven 
to be extremely difficult to treat. Further, there is no reasonable basis for assuming that the 
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myriad of compounds embraced by the claims will all share the same physiological properties 
since they are structurally dissimilar as to be chemically non-equivalent and there is no basis in 
the prior art for assuming the same. 
The quantity of experimentation needed 

The quantity of experimentation needed is undue experimentation. One of skill in the art 
would need to determine what diseases, out of all diseases, would be benefited (treated or 
prevented) by the compounds and compositions of Formula I and would furthermore have to 
determine which of the claimed compounds would provide treatment or prevention of which 
disease. 

777c' level of'rhc skill in the art 

The level of skill in the art is high. However, due to the unpredictability in the 
pharmaceutical art, it is noted that each embodiment of the inventions is required to be 
individually assessed for physiological activity by in vitro and in vivo screening to determine 
which compound exhibit the desired pharmacological activity and which diseases would benefit 
from this activity. 

Thus, the specification fails to provide sufficient support of the broad use of the 
compound of the instant claims for the treatment or prevention of diseases such as psychotic 
disorders and body weight disorders, etc., as a result necessitating one of skill to perform an 
exhaustive search for which diseases can be treated or prevented by what compounds of the 
instant claims in order to practice the claimed invention. (Only a few of the claimed diseases are 
discussed here to make the point of an insufficient disclosure, it does not mean that the other 
diseases meet the enablement requirements). 
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Thus, factors such as "sufficient working examples", "the level of skill in the art" and 
"predictability", etc. nave been demonstrated to be sufficiently lacking in the instantly claimed 
methods. In view of the breadth of the claim, the chemical nature of the invention, and the lack 
of working examples regarding the activity of the claimed compounds, one having ordinary skill 
in the art would have to undergo an undue amount of experimentation to use the invention 
commensurate in scope with the claims. 

Genentech Inc. v. Novo Nordisk A/S (CA FC) 42 USPQ2d 1001, states that, "a patent is 
not a hunting license. It is not a reward for search, but compensation for its successful 
conclusion" and "[pjatcnt protection is granted in return for an enabling disclosure of an 
invention, not for vague intimations of general ideas that may or may not be workable." 

Therefore, in view of the Wands factors and In re Fisher (CCPA 1970) discussed above, 
to practice the claimed invention herein, a person of skill in the art would have to engage in 
undue experimentation to test which diseases can be treated or prevented by the compound 
encompassed in the instant claims, with no assurance of success. 

This rejection can be overcome, for example, by deleting the method claims or deleting 
the diseases that are not enabled within the method claims. 

(Second Paragraph) 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and 
distinctly claiming the subject matter which the applicant regards as his invention. 
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7. Claims 8 and 13 are rejected under 35 U.S.C. 1 12, second paragraph, as being indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention. 

Claims 8 and 13 recite the phrase, "body weight disorders." It is not clear which specific 
body weight disorders are being referred to by Applicant. Body weight disorders can encompass 
numerous categories including, but not limited to: appetite control, obesity, exercise bulimia, 
anorexia nervosa, Type 2 diabetes, high blood pressure, cardiovascular disease, coronary heart 
disease, atherosclerosis, high blood cholesterol, etc. 

Claims 8 and 13 recite the disorder "psychosis." Psychosis is defined as a generic 
psychiatric term for a mental state often described as involving a "loss of contact with reality." It 
is not clear which specific psychotic disorders are being referred to by Applicant. Psychosis can 
encompass numerous disorders including, but not limited to: mood disorders, depression, 
schizophrenia, delusions, bipolar disorder, sleep deprivation, etc. 

Double Patenting 

The nonstatutory double patenting rejection is based on a judicially created doctrine 
grounded in public policy (a policy reflected in the statute) so as to prevent the unjustified or 
improper timewise extension of the "right to exclude" granted by a patent and to prevent possible 
harassment by multiple assignees. A nonstatutory obviousness-type double patenting rejection 
is appropriate where the conflicting claims are not identical, but at least one examined 
application claim is not patentably distinct from the reference claim(s) because the examined 
application claim is either anticipated by, or would have been obvious over, the reference 
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claim(s). See, e.g., In re Berg, 140 F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re 
Goodman, 1 1 F.3d 1046, 29 USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 
USPQ 645 (Fed. Cir. 1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re 
Vogel, 422 F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 
USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) or 1.321(d) may 
be used to overcome an actual or provisional rejection based on a nonstatutory double patenting 
ground provided the conflicting application or patent either is shown to be commonly owned 
with this application, or claims an invention made as a result of activities undertaken within the 
scope of a joint research agreement. 

Effective January 1, 1994, a registered attorney or agent of record may sign a terminal 
disclaimer. A terminal disclaimer signed by the assignee must fully comply with 37 CFR 
3.73(b). 

8. Claims 1-6, 8-11, 13, and 14 are rejected on the ground of nonstatutory obviousness-type 
double patenting as being unpatentable over claims 1, 3-7, 9-12, and 14 of U.S. Patent No. 
7,169,786 and claims 1, 2, 4-6, 9-10, 12, and 14 of U.S. Patent No. 7,265,103. Although the 
conflicting claims are not identical, they are not patentably distinct from each other for the 
reasons below. 

Determination of the scope and contents of claims 1, 3-7, 9-12, and 14 of U.S. Patent No. 
7.169.786 and claims 1. 2. 4-6. 9-10. 12. and 14 of U.S. Patent No. 7.265.103 

The claims are drawn to compounds, pharmaceutical compositions, and methods of 
treating various disorders comprising administration of compounds of claim 1 . 



Application/Control Number: 10/524,989 
Art Unit: 1626 



Page 13 



Ascertaining the differences between claims 1, 3-7, 9-12, and 14 of U.S. Patent No. 7,169,786 
and claims 1, 2, 4-6, 9-10, 12, and 14 of U.S. Patent No. 7,265,103 and the claims at issue. 

Claims 1, 3-7, 9-12, and 14 of U.S. Patent No. 7,169,786 are dependent on compound 
claim 1. Claims 1, 2, 4-6, 9-10, 12, and 14 of U.S. Patent No. 7,265,103 are also dependent on 
claim 1 . 

In claim 1 of U.S. Patent No. 7,169,786, the compound disclosed is shown below: 




In claim 1 of U.S. Patent No. 7,265,103, the compound disclosed is shown below: 




(!) 



The instant claims disclose a similar compound, under the proviso that one of R 14 or R 15 
is not Hydrogen, as shown below: 




(!) 



The difference between US Pat. 7,265,103 and the instant application is a positional 
isomer. If in both structures, the variables X, a, b, m, Pir, and R 3 , are the same as claimed in both 
US Pat. 7,265,103 and the instant application, the only variation will be among variable 
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substituents R 1 , R 2 , R 14 , and R 15 . For example, if in US Pat. 7,265,103, R 1 is a -NR 10 R U when 
R 10 and R 11 are both hydrogen and R 2 is halogen, and if in the instant application, R 1 is halogen, 
R 2 and R 15 are hydrogen, and R 14 is -NR 10 R n when R 10 and R 11 are both hydrogen, the two 
following compounds will be claimed: 

US Pat. 7.265.103: Instant application: 




These two compounds are positional isomers of one another. 



The difference between US Pat. 7,169,786 and the instant application is a 
positional isomer. If in both structures, the variables X, a, b, m, Pir, and R 3 , are the same as 
claimed in both US Pat. 7,169,786 and the instant application, the only variation will be among 
variable substituents R 1 , R 2 , R 14 , and R 15 . For example, if in US Pat. 7,169,786, R 1 is a halogen 
and R 2 is hydrogen, and if in the instant application, R 1 , R 2 , and R 14 are hydrogen, and R 15 is a 
halogen, the two following compounds will be claimed: 

US Pat. 7.169.786: Instant application: 




These two compounds are positional isomers of one another. 
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Resolving the level of ordinary skill in the pertinent art - Prima Facie Case of obviousness 

MPEP 2144.09.11. states, "Compounds which are position isomers (compounds having 
the same radicals in physically different positions on the same nucleus) or homologs (compounds 
differing regularly by the successive addition of the same chemical group, e.g., by -CH2- groups) 
are generally of sufficiently close structural similarity that there is a presumed expectation that 
such compounds possess similar properties. In re Wilder, 563 F.2d 457, 195USPQ 426 (CCPA 
1977). 

In positional isomerism, a functional group changes position on the chain or ring. As 
claimed, these two positional isomers have identical intended uses as well. As stated in In re 
Norris 179 F.2d 970, 84 U.S.P.Q. 458 (C.C.P.A. 1970), a novel useful compound that is isomeric 
with the prior art compound is unpatentable unless it possesses some unobvious or unexpected 
beneficial property not possessed by the prior art compound. In other words, if the positional 
isomers of the instant application produced unexpected results that would not be obvious to one 
of ordinary skill in the art, they would be patentably distinct; however, there is no evidence of 
such results in the instant application. 

Thus, the instant claims are prima facie obvious over claims 1, 3-7, 9-12, and 14 of US 
Pat. 7,169,786. 

Conclusion 

9. No claims are allowed. 

10. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Samantha Shterengarts whose telephone number is (571)270- 
5316. The examiner can normally be reached on Monday thru Thursday, 9AM - 6PM Est. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisors, Cecilia Tsang and Janet Andres can be reached on 571-272-0562 and 571-272-0867, 
respectively. The fax phone number for the organization where this application or proceeding is 
assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/SAMANTHA SHTERENGARTS/ /Kamal A Saeed, Ph.D./ 
Examiner, Art Unit 4131 Primary Examiner, Art Unit 1 626 



